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Gadd45 beta A mediates the NF-kappa B suppression of JNK signalling by targeting [V ~* 
MKK7/JNKK2. 

Here, we identify MKK7/JNKK2-a specific and essential activator of JNK-as a target \0 
of Gadd45 beta and in fact, of NF-kappa B itself. 

Gadd45 beta w? binds to MKK7 directly and blocks its catalytic activity, thereby K ~& 

providing a molecular link between the NF-kappa B and JNK pathways. 

Histochemistry study and real-time PCR further confirmed that GADD45beta# |§J ~fr 

staining in HCC was significantly decreased when compared to surrounding non- 

Concept & implementation neoplastic Ijver tissue. 

GADD45beta# regulates cell growth, differentiation, and cell death following cellular |j| r # 
exposure to diverse stimuli, including DNA damage and transforming growth factor- 
beta (TGFbeta). 

These findings identify Gadd45 beta ^ as a critical mediator of the prosurvival |j 
response to CD40 stimulation and provide important new insights into the apoptotic 
mechanism that is triggered by Fas in B cells. 

In the presence of Gadd45 beta *>, the Fas-induced apoptotic cascade is halted at ||| ~fr 
mitochondria . 

Furthermore, GADD45beta i2r and p21(cip/waf) messen ger RNA were induced in the [pj jfe. 
absence of protein synthesis, indicating that both genes were immediate target genes 
for TSA. 

In contrast, Northern blot hybridizations and analyses of poly(A) tails revealed no -fr 
evidence of degradation of GADD45beta RNA. 

Sequence and expression of a cDNA encoding MyD118 [?] v>: a novel myeloid jj| 
differentiation primary response gene induced by multiple cytokines. 



Detectable levels of MyD118 [?]& RNA were observed in myeloid precursor enriched 
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murine bone marrow, but not in several other nonmyeloid murine tissues. 

For example, why does Gadd45b prevent apoptotic cell death in response to tumo r || 
necrosis factor alpha, whereas it favors apoptosis after transforming growth factor beta 
(E. De Smaele et al.). Other questions concern the understanding of the cross-talk 
mechanisms between different stress and apoptotic pathways and how the strength 
and the position and timing of a signal may affect different pathways. 

Here, we report that, in B_celjs, Gadd45 beta *t is induced by CD40 through a |j 
mechanism that requires NF-kappa B and that this induction suppresses Fas- 
mediated killing. 

Overall, surrounding non-neoplastic liver tissue was highly positive for ||j 
GADD45beta ^ compared to adjacent neoplastic liver tissues (P < 0.01 ). 

Finally, we assessed the function of GADD45betaJfr within the TGFbeta response and j|| -4- 
found that GADD45beta-deficient cells arrested in G2 following TGFbet a treatment. 

Here we showed that in the SW620 human colon cancer cell line, TSA and butyrate || 
induced the growth arrest and DNA damage gene 45alpha (GADD45alpha) and 
GADD45beta^. 

In this study, we describe the growth arrest DNA damage-inducible gene 45beta j|| -fc 

(GADD45beta#), whose expression was significantly down-regulated in the 
hepatpcellulaj carcinoma (HCC) microarray study and confirmed by Northern blot 
analysis. 

The results suggested that expression of GADD45beta^r was decreased in human |jj 
liver cancer cell line s HepG2 and Hep3B, but not in normal human embryonic liver 
cell line CL-48 or normal liver tissue. 



If you find iHOP useful please cite as "Hoffmann, R., Valencia, A. A gene network for navigating the literature. Nature Genetics 

36, 664 (2004)". 
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